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(HPLC) *7A (^Jx.«>M-b;^±®c7)CHIRALCEL OF) * 
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X, ^HtBSIAJ^ #112 001-348569 &c£v>T, ^Rir£-J&&£gEi: 
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I f J RliKitl~4W7^+;^^t) (3) 7?^$^^>(3R,5R)-7- 

[2-v^n-7°ne;v-4-(4- > 7;v^-n^i^;V')^ry i; >-3-^ ;v]-3,5-vt: Kn^ 



mm*® 2003-3079765 



2002-275015 



*^~f2>3; (1) -e^^tL^,(3R,5S)-7-[2-v^n-7°nki 0 ;i,-4-(4--7^^-D7 
i; >-3—f ;i/|-3, 5-^t: Kn * -> -6-^-/ x >WHT^^ (5£*Rfi 

[0 0 2 3] 
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(A+B) <7)i#£\ J&tH^±77K«!iU ^B^T^^^i&i-^ i^? ic. jftf^^ 
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[0 0 3 0] 

#"7ASJtfil 0-5 Ot^fgH, L< ii2 0-4 5 rcofgHT— fc^m 

(^iJx.(«»Ji co$n< 4 o°c) ni^$^^> 0 -eoifc, ^t^^tt^rl^-t? 

[0 0 3 1] 

mmmi 

5£ (1) -C^£;lxMfc£-#£(3R,5S) DOLE (1) , ^ (2) T^^Mb^ 
£(3S,5S)D0LE (2) , ^ (3) X~m$ tihit&m* (3R, 5R)D0LE (3) £12^ 

[0 0 3 2] 

H»J1 

lfTM<7)iS^#^n-Th^9-7^- (HPLC) Mffly'J*m7 A£fflv*T 
(3S,5S)D0LE (2) £(3R,5S)D0LE (1) (01 : l^t?£5^L£o &T£*tt 

* 7 A : YMC Pack Si 1 S-5 (^£*±YMC1±«D 4. 6mm <j> X 250mm 

! ^t>-'fV7*D \£)VT)Vu~)V= 2 0/1 
7m : 40*C 
W. mil. OmL/min 
t£ ft UV (254 nm) 

^#B#Pi>1 ! (3S, 5S)-D0LE ( 2 ) 11.4 min 
(3R,5S)-D0LE (1) 13.7 min 
mm^~fi$L£iiX^& iJY^iJ"7-U^ Nucleosil 50-5 (GL-f -f ^>^ttM 
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) > 4. 6mm ^ X250mm£ffiv>T £ £ 0 

: (3S, 5S)D0LE ( 2 ) 11. 7 min 
(3R,5S)D0LE (1 ) 13.5 min 
[0 0 3 3] 

mmm 2 

TtTKc7)v'; *^*7A-C^|, YMC-Pack SIL 2 cm, S£ 25 cm, 

* 7 A I YMC Pack Sil (^#*±YMC&®D 2 cm ^ X25 cm 
Y#gti& : ^t>-^yy n kT;i/r;v=7-;i/= 95/5 
U m. : 40°C 
sfL • Jl : 8. OmL/min 

fl^Rfcttfll > 7*;Wi (3S. 5S)D0LE ( 2 ) SrRfiJfC 3 %^rf£ (3R, 5S) 

DOLE (1) 1.01g-e*^ o C:^Sr^«fcraa^^«tc^jS|L-C«JK*3X W/V 
fcW»Lfcfc<A£2mL*T*>&^ fi3$B#HI9.42 min^fcl0.54 min^I^i"^ 
7 ^ va >[(3S,5S)-D0LE (2) Sr^tr] til. 03 min^ ?>13.03 minK^-fr* 
•7^^ >[(3R,5S)-D0LE (1) fc^tr] fc&fcfco -«^17@§f)lL 
, **L^*i»tfc9*£Lfc*&*, HPLC^-eiH o ^-^mt^^(3R,5S)D0LE 
(1) Sr 892 mg (JRsg 89%), HPLCfflWm«W^96.5XO(3S,5S)D0LE (2) £ 
29.0 mg (J|« 2.8%) fcfco HPLC^W^ttHJfcffil 1 Lfc Q 

[0 0 3 4] 
(3R,5S)D0LE (1) 

1H-NMR (CDCI3, IMS) <*(ppm): 1.01-1.05 (2H, m, C9 + CIO), 1.27-1.35 (3H, 
m, C9 + CIO + C4), 1.29 (3H, t, J = 7.2 Hz, Et), 1.43-1.55 (1H, m, C4), 
2.36-2.45 (3H, m, C8 + C2), 3.17 (1H, d, J - 1.7 Hz, OH), 3.64 (1H, d, 

J = 2.7 Hz, OH), 4.08-4.23 (1H, m, C3), 4.19 (2H, q, J = 7.2 Hz, Et), 4. 

38-4.43 (1H, m, C5), 5.58 (1H, dd, J = 6.2, 16.1 Hz, C6), 6.64 (1H, dd, 

J = 1.3, 16.1 Hz, C7). 7.12-7.23 (4H, m, Ar), 7.29-7.36 (2H, m, Ar), 7.5 



ttJIE# 2003-3079765 



2 0 0 2 - 2 7 5 0 1 5 0 ^- ^ ! 12/ 



8 (1H, ddd, J = 2.1, 6.3, 8.5 Hz, C17), 7.95 (1H, d, J = 8.3 Hz, C18). 
[0 0 3 5] 

Kb 91 



F 
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(3S,5S)D0LE (2) 

iH-NMR (CDCI3, TMS) 8 (ppm): 1.03 (2H, dd, J = 2.8, 8.0 Hz, C9 + CIO), 1 
.29 (3H, t, J = 7.2 Hz, Et), 1.27-1.36 (2H, m, C9 + CIO), 1.37-1.44 (1H, 
m, C4), 1.62-1.71 (1H, m, C4), 2.33-2.49 (3H, m, C2 + C8), 2.95 (1H, d, 
J = 5.5 Hz, 3-OH), 3.47 (1H, brs, 5-OH), 3.97-4.08 (1H, m, C3), 4.20 (2 
H, q, J = 7.2 Hz, Et), 4.39-4.49 (1H, m, C5), 5.66 (1H, dd, J = 5.5, 16. 
2 Hz, C6), 6.70 (1H, dd, J = 1.4, 16.0 Hz, C7) , 7. 13-7. 33 (6H, m, Ar), 7 
.58 (1H, ddd, J =3.0, 5.2, 8.3 Hz, C17), 7.95 (1H, d, J = 8.5 Hz, C18). 
[0 0 3 7] 
iitl 0] 
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H»J3 

(3S,5S)D0LE (2) *»RJ|JfC3 %?!A L£(3R,5S)D0LE (1) fc^*^*:^ 
vynt?;vr;wr3-;vom^ (Mibt2 0/1) K$g#U rlJ^3 0 g/L 

^IIL/: 0 

V#^MYMC-SIL-120-S15/300& : ?-@ 15/30/1 nuliHFLS 12nm)] £3fc» Lfcrtg 
3 cm, ft $ 1 0 c m<7) 8 1@<7)# 7 A frfeWz&tit U 7^ - Kj&*M 7 "CftA 
$ tt, i#j§|»*&g 3 -C&A £ *l> ^fig 5 TEUKS *U 9 7 -f 

*- h7& s t£*l-CIaIJR$^$l«1t^t>^«:M*&L7feo £ 

^ y^D^7^a-^©st« (imstr^ o/i) Srfflv^ aasia£t±35x: 

, M#^{±30g/Lt Lfco V -»M *;«*£98.6 mL/min, 7 <f - Kif£4£4. 14 
mL/min, 9 "7 * - h £ 13. 56 mL/min, J. ? * h 9 * b it* * 12. 84 mL/min 
, ^8t«i£22. 26 mL/min, $J «9 #x.B3fK &2. 68min-CSIE Lfc*§*> X 
h 9 * h i *) , 99. 98%HPLCl£jg (fr%v$k&\*mMM 1 #JBD O (3R, 5S)D0LE ( 1 
) &»;fco — 7? , 77^-f±f) (3S, 5S)D0LE ( 2 ) (96. 83%HPLC*£E) t (3 
R,5S)D0LE (1) (3. 17%HPLCSj5fcS) C0^W s #^> *LT:fc *9 , (3R,5S)D0LE (1 

[0 0 3 9] 

*i&$l3 K£v»T, V-iM *;Wjlt*£l32.12 mL/min, 7 * - KaES£5. 55 m 
L/min, 9 "7 <r * - h ffigt & 18. 17 mL/min, i * X h 7 * h »iE* * 17. 21 mL/min 
, vfjli^S £29. 83 mL/min, i2J «9 #x.^^=Sr2.00min^^M LtlKL^i 
, ^^Xh7^h=t«9, 99. 96%!£jgO (3R, 5S)D0LE ( 1 ) — 97^ 

* - h J: «3 (3S, 5S)D0LE ( 2 ) (88. 14%HPLC^S) £ (3R, 5S)D0LE ( 1 ) (11. 86 
%HPLC!>&Jg) (DU^mrnhfttzo 
[0 0 4 0] 
5 

^fi^i8[OJt^S«rfle«ifC2 0/3 KSgJEU IB*** (7-f-K) <7>fltE*>45g/ 
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, ;-9--f ^;«*^rl32.00 mL/min % "7 - K»!l*£5. 66 mL/min N 77^^- 
h»fcI:&21.79mL/miru -x^* h 9 ^ h MM^IS. 58mL/min, ?t«>jft*^34.71ni 
L/min, ^ #x.B#^^0.83min"C 5 il^L7t^ > -x^X hv? h «£ ^ , 99.66%HP 
LCMJt <7) (3R, 5S)D0LE ( 1 ) (3S, 5S)D0LE (2)0. 26%] o — 7j\ 774* 

- h X 19 (3S, 5S)D0LE ( 2 ) (38. 36%HPLCME) £ (3R, 5S)D0LE ( 1 ) (60. 38% 

hplcms) <vm&mmbtttzo 

[0 0 4,1] 
6 

^^^^Jt^^^Jrfc-e^ 20/3tU JECfl-ifc (7 -f - K) Oiftjgfc 4 5 g 
/Lt L£ 0 

V "fr >f * A/SK* £ 132. OOmL/miiu 7 >f - Kflt* £5. 66mL/min, 7 7 i * - h 
5fL* * 20. 79mL/min, x^X>7^h «ES * 19 . 58mL/min, igfiiiK S£* £ 34. 71mL/ 
min, m «9#x.^F^ : Sr0.83mint?jll£Ly t v:^, x7Xh7^M^ 99.31%HPLC 
*6JKO(3R,5S) DOLE (1) &&fc[(3S,5S)D0LE (2) 0.35%] o — ^ 9*7**- 
h «t 19 (3S, 5S)D0LE ( 2 ) (68. 99%HPLC*fcE) t (3R, 5S) DOLE ( 1 ) (30. 79%HPL 

mm) <om&mmt>*i?zo 

[0 0 4 2] 

*nmm&m^**i¥KmmL, &mmwL*&t>^xm9. 8 7 luijrl^o @ 

T)Vu-)V<omMiti) t 2 0/3 X J )^^r-9->^ 2 1 5 4 mLitJnLfco $ 

iblcifM^PML/i^^r^^-'f V7°nif^T;Vn-;Vrl^ (20/3) £5 

[0 0 4 3] 

Z<Dffi.*mmU 4 5g/L«7)HH^iSU ??tm«!J3 tiwi«msi6 
ViM * ^a£S*132.00mL/min, 7 - KMfc*5.66mL/miiu 9 7 -f h 
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if* £20. 79mL/min, x^^f7^f sfL* £ 19. 58mL/min, $gF«U£«E* *34. 71mL/ 
min> tyn^tnm*0.S3mn-t:MnLtzm%z. x^xh7^>J:^ 99.22%HPLC 
^jgO(3R,5S) DOLE (1) £?#/vi[(3S,5S)D0LE (2) 0.21%] o — 2n 77^- 
hi*) (3S, 5S)D0LE ( 2 ) (30. 51%HPLC^Jg) t (3R, 5S) DOLE ( 1 ) . (68. 50%HPL 

mm) <om&m*m>tit:o 

[0 0 4 4] 

2il-eiix^X>9^hJ:»), 99. 12%HPLO£Jt<7> (3R, 5S) DOLE ( 1 ) fcftfc 

[ (3S, 5S)D0LE (2)0. 41%] 0 — 77-r*-]>«fc«3 (3S, 5S)D0LE ( 2 ) (34. 07 

%HPLCME) t(3R,5S) DOLE (1 ) (65. 83%HPLC^E) <OW&%Btiff&t>fltz 0 
[0 0 4 5] 

3 0@-C(ix^ 7>Yy ? b 99.33%HPLC#£jg<7>(3R,5S) DOLE (1) fc&fc 
[ (3S, 5S)D0LE (2)0. 45%] 0 — 97***-hJ:!J (3S, 5S)D0LE ( 2 ) (28. 12 

XHPLC*6J&) fc(3R,5S) DOLE (1) (71.78XHPLGWJK) <Dm.&W&htltz 0 

nm^<D^mzzmz.Ltz 0 

[0 0 4 6] 

k «t »> ^ tr -7 - oa&sew & nrit£ k ft o 7t vi t & h . wm^mfet 

LT^Tfflft(3R,5S)-7-[2-v^n7 p n tf;l/-4-(4-7;i/^-n 7 i-zl') *y U >-3- 
^ ^]-3,5-v* Kn^r v-6-^ ^f>|Ti^ ;K7)X||^m3t^lt5:-C £ 0 
[0 0 4 7] 

[mil 

minm&wifc (1MB) osi^ia-ejfeSo v->i~iv^^i±^ii*)o 
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[HI 2] 

m2imu^mm (smb) ^m^^-tmrnm-ch^o 

[EI 3] 

in 3 i**mM<7)-%mzmm-f2>-mmw<r)4 v-ymmmfc (smb) mwm 
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